09/27/2002 16:40 9147120094 



CHERYLHAGRIPHD 



PAGE 12 




47. (new)A composition comprising: 

(-) 3-[4-[2-phenoxazin-10-yl)ethoxy]phcnyl-2-ethoxypropanoic acid, arginine 0.353% 
Lactose 87.65 % 

Polyethylene glycol 6000 7 % 

Talc 5 % 

48. (new)A composition comprising; 

(-) 3-[4-[2-phcnoxazin-lO-yl)ethoxy]phenyI-2-ethoxypropanoic acid, arginine 7.075% 
Lactose 80.95% 
Polyethylene glycol 6000 7 % 

Talc 5 % 



REMARKS 

Claims 1-25 are pending in the above-referenced application. These claims have 
been cancelled. New claims 26-48 has been added to more distinctly claim that which 
Applicants regard as the invention. New claims 26 and 27 correspond to prior claims 4 
and 5. Claim 28 recites a specific embodiment. New claims 29-48 generally correspond 
to prior claims 6-25, 

1. The Rejections Under 35 U,S.C. §112 

Claims I, 4-6, 1 M2, 19 and 22 have been rejected under 35 U.S.C. 1 12, second 
paragraph as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. It is asserted that the term "low 
water content" in claims 4, 6, 1 1 and 12 is a relative term, which renders the claim 
indefinite; that the term ''(very) low water content" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one of 
ordinary skill in the art would not be reasonably apprised of the scope of the invention; 
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that the terms "low (water) vapor pressure" and "low oxygen pressure" in claims 5 and 
19 are indefinite because it does not provide the exact extent or level of pressure required 
for the steps to be carried out in the process for the preparation. 

Applicants respectfully traverse the rejection. However, in order to advance 
prosecution, claims 1-25 have been cancelled. New claims 26-48 have been added. New 
claim 26 recites that the mixture is compressed with excipients of a water content below 
about 1%; claim 27 recites that the steps are carried out at water vapour pressure below 
about 40% and oxygen pressure below about 10%; claim 29 recites that the composition 
comprises pharmaceutically acceptable excipients with water content below about 1% 
and an antioxidant. New claims 26, 27 and 29 are supported by the specification on page 
4, lines 24-26 and page 5, lines 23-25, 

It is further asserted that the term 'Tablettose" in claim 22 is indefinite because it 
is confusing and imclear as to whether one of ordinary skill in the art would recognize 
theterm. The Examiner has requested Applicant to provide some form of literature in 
which the Examiner is able to determine the patentability of the invention being made. In 
response, Applicants herewith submit as Appendix A, pages 252-254 from Handbook of 
Phaimaceutical of Excipients, Ainley Wade and Paul Weller, eds., 2"" Edition, 1 994, ISBN 
0 91730 66 8, where "Tablettose" is described. Essentially, Tablettose is lactose 
monohydrate. In view of new claims 26-48 and the above arguments, Applicants 
assert that the rejections under 35 U.S.C. § 1 1 2, second paragraph have been overcome. 
Therefore, Applicants respectfully request that the rejections be withdrawn. 

2. The Rejections Under 3S U.S.C. §103 

Claims " 1 -25 have been rejected under 35 U.S.C. § 103 as being unpatentable over 

Hulin in view of Alvarez et al. Specifically, the Examiner states: 

Hulin teaches a pharmaceutical composition in the form of a 
tablet, powder of capsule comprising propionic acid 
derivatives or their pharmaceutically acceptable salts, in 
combination with a pharmaceutically acceptable carrier for 
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use in the treatment of hypoglycemia and 
hypercholesterolemia associated with diabetes (see 
reference column 1, lines 15-47); (column 5, lines 7-40); 
(column 11, lines 41-68); column 12, lines 1-25) and see 
examples. The composition is provided in blood glucose 
lowering effective amount. Furthermore, additional 
components such as flavorants, sweeteners and explicitly 
disclose the use of an antioxidant in his formulation. It is 
the position of the Estaminer that one of the ordinary skill in 
the art would include an antioxidant agent or preservative in 
their formulation to prevent oxidation or degradation of a 
compound composition. Such skill is also evident from the 
reference of Alvarez et al. 

Alvarez et al. disclose a pharmaceutical composition 
comprising propionic acid derivatives and their 
pharmaceutically acceptable salts for oral administration 
wherein the tablet composition can comprise an antioxidant, 
such as tocopherol acetate (vitamin £) and the like. In 
addition, various excipients» fillers, disintegrants. lubricants, 
flavoring agents and coloring agents can also be formulated 
in the composition. The additives disclosed, for example, 
are microcrystalline cellulose, starch, pregelatinized starch, 
lactose, magnesium stearate, stearic acid, talc and colloidal 
silica (see entire reference, especially column 3, lines 45-60) 
and (see examples). 

Therefore, it would have been obvious to one of ordinary 
skill in the art of the time the invention was made to use the 
formulation of Alvarez et al. with Hulin to obtain a 
stabilized pharmaceutically composition, comprising 
propionic acids and their acceptable salts in combination 
with antioxidants, with the expected results of the highly 
effective oral composition, enhanced by decreased oxidation 
for use in the treatment of diabetes. 

Instant claims 20-25, provide for specified percentages. 
There is no criticality seen in the specified ratios of the 
additives and excipients. [(The prior art teaches the generic 
concept of including such ingredients (excipients, additives, 
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fillers, lubricants)] and it Is deemed obvious that one of the 
ordinary skill in the pharmaceutical art would determine 
suitable percentages through routine and conventional 
experimentation 



Applicant respectfully traverses the rejection. Contra to the Examiner* s 
assertion, it would not have been obvious to use the formulation of Alvarez et al. with 
Hulin to obtain a stabilized pharmaceutical composition, comprising propionic acids and 
their acceptable salts in combination with antioxidants, with the expected result of a 
highly effective composition for a number of reasons. 

First, there was no suggestion in either of the cited references of formulating 
compositions with water content of below 1%. There was actually no concern expressed 
in either of the recited references regarding mixing the active ingredient with excipients 
having a water content of below about 1%. It is stated in Hulin that the composition may 
be in liquid or solid Torm ; it is not suggested thai it would be advantageous for it to be in 
solid form. In columns 22 and 23 of Alvarez, water is used in formulating tablets. Use of 
water will destabilize the composisition. Furthermore^ there was no suggestion in either 
reference regarding the advantages of formulating a composition with a low water content 
and obtaining the composition optionally under low vapour pressure and oxygen 



Second, Applicants note that the structures of the compounds encompassed by 
Hulin and Alvarez are very different from (-) 3-[4'[2-phenoxazin-10-yl)ethoxy]phenyl]- 
2-ethoxypropanoic acid. For Examiner's reference, the structure of (-) 3-[4-[2' 
phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid is shown below. 



pressure. 
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Columns 3 and 4 of Hulin and colunwis 1 and 2 of Alvarez are attached hereto as 
Appendix B, The compounds of Hulin and Alvarez do not contain a phenoxazine ring 
and would thus presumably have very different properties. Therefore, to one of ordinary 
skill in the art, it would not be obvious that various salts and excipients that could be used 
to formulate the compositions of Hulin and Alvarez could be used to obtain the 
compositions of the present invention. Given the differences between the compounds 
disclosed in Hulin and Alvarez and (-) 3-[4-[2-phenoxazin-10-yl)ethoxy]phenyl]-2- 
ethoxypropanoic acid, it would not be obvious to combine the disclosures of Hulin and 
Alvarez to obtain the compositions of the present invention. 

In view of the above arguments. Applicants assert that the rejections under 35 
U.S.C, §103 have been overcome. Therefore, Applicants respectfully request that the 
rejections be withdrawn. 

4. Conclusion 

In view of the above, it is respectfully submitted that all claims are in condition for 
allowance. Early action to that end is respectfully reqiESted. The Esemineris hereby 
invited to contact Cheryl H. Agris by telephone at (914) 712-0093 if there are any questions 
concerning this anendment or application. 



Respectfiilly submitted, 




Counsel for 

Novo Nordisk Pharmaceuticals, Inc. 
100 College Road West 
Princeton, NJ 08540 
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Lactose 



1. NaoproDri«Ury Nma 
BP: Laaost mcoohytfreic 
PhEur Lbcunum 

USPNF: UciMt monohydrai* 

2. Syngnyna 

J. Cbnnlcal Nam and CAS BairlstTy MunbBr 



4. Empirical Formia* 

CiiHv,O,,.H*0 

5. Strwturat Formula 



Moltcolur Weight 

3«2.30 (anhydrous) 
360.Ji (montiljyjrate) 





6. Function At Category 
Tabid anO cipuie dtlueht. 

7. Applkatiou f„ P|wrm,c.Mt(ciil Formulmiloh or 

UcU)* It wiilely iiiaj „ . fille, or diluent in tablet, coiuie, 
SpTB^-driwi Jaciose was fir.i tJev«lop«l ovmt 3D w«,i 

Sir r '^-•-^^^^^^^^^^^ 



lM|.n, of luctoie acnrrcll, in .he« fofn^uUiipit, a« from 
In^i 'Ih?" «*»mmcn:ully ,vail.Wa which h«vr 

tUMtbIc iMimar tor d p.riic«Iar oppliction, e^. tlic OBriitt 

ypc or om:.p,uIfl„„g ni«:hinc U4*d. Uw«ily r.ne .rV At. 15 
kcioic nrc .vd In ,he prcparmioi, ori^kiVthf le 

?Zul?^^^ P""^"' -^'ns "^th o?he! 

cSy " '^"^ birtd« mor.Tm. 

Olhcf jpplicjlon* of lactose include » carricr/diluccc ior 
ii«r J,*';*'""^ ^""^ 'VOnhi|i«.i pctuJvct^ where I-cto!I 
la «dd«J to rr«7X-dn>CI io)u(io,M ,o incnr:,M plug ^ ^.'.d "id 

(«Oprowr«ttiy |;?., ,o p«^,rc .u»»r^.d„B -olXn* 
8. DocripiJon 

While IP ofl-M^hiie t'tystatlirte purikMea or powder Lat-fni* , 

Several dinVrent f'ormi ol luclo«c l«r« commcf«;(|lv uvHiJaKk- 
1 " '-'"^ unhydrr*.., ..-ructo«, ultl.uu.t, 



SEM: I 
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SEM: 2 



SEM: 5 

MuBfflunJian: f^)* 




.SKMi 3 

Miinurucuirer McfiW CiiiliH 



-SEM; 4 

Lot No.; ,*lA.|,1(? N; IS) 
Voli-it: jy kV 



«dnuh.eh.r.r. Ot.., |:,L- IVJwuNl 

Loi N<!>.; .ISA- J I ('J Nl, |^) 
MlHrtilVjtiMtt; Jj()i 
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SEM: 7 

Ma»nifV»tliF» (Ms 



9. Pharin^icopclat Speci(ka«loM 




SEM: H 

Mjn«r.K'tiitEr: Ol»».-!»t i'ilcrmilli,Tn4l Int- (StwrfVW tViwIttcni 
Lat No-! IV NM 2: 1 

MujIhiriikirK'nr I^Uk 




T<.( 



USrNF XVII 



)d«nllfleatjBn 
AppMrniKC of lolulitei 
Spcdflc rntklion 
(Rnhyrirou-i tiaii*} 

Lav on drying 
Mi>iioliy(1r«tc 

ftcMidii* on [gnilion 
rtc»v> mcti'N 

l»rolcin U^ij-ftfeKHi>-ns 



4.54.4" to +55.9" Yi^r to +15.!^ 



\00ig 



< 5 ppm 



t 



10. Typlcjl Pro(wr1«s 

/Jn-jf/*' <;/ rc/^ruir: Ti>l>te I. 
CofUptTSliihilHy, i'f<t HPE D(ii>* 

1.540 for fnlac'osfr monohydrHtci 

I.5S9 for rtohydrou* ^-l;tclosc. 

f)rii,i//f fhulki: TaWle I anti HPE OiUa, 

/>.fli>/v ftappfJ}. xctf Tiible I uiid HPE Dala, 

H\$r(»ro'iricftr: laetdae fTirtnohydwU- i* stable in Hir and lb 
unaffected by ^ultlldUy ttl room tempcralure. However, Ihe 
amgrpboa* form. d<;rcndi»$ «pon how It is dncd. nm be 
affecied by hiuniOUy und ctiD 1>* convericO lo tht monohy- 
drai«. Sn <//u> HPE Dhl-l. 
Afdthtg ptiint'. 

301-202*C for a-laao»c monohydratc; 

for jinliydrous o-lacto«; 
252. 2X Tcir anhjdiouj ^lacttsjc, 

jWrtrVtfi-i' rfifrrf7Fr; anhydrous lactose normnlly goivums up to 
IV. w/W water. Luctofle monohydcate conUin* approximniely 
3% w/w WMier iir cfy*viilh<ntiun and norinally ra;i|ci bei*«cii 
4.S-S.S% W/W wtilcr conieni. S*-? *r/.v'J Tabic 1 anO HPE DdKi. 
P'trnohrfiy. r V.75Vn w/v nqueoui lolwlion Is lio-o>mplic wltK 

Forticle size disU-ihuHon: ier JaWe IL 
So/ubf!lir 



Salram 



SoluMthy It lA'C 
Unin (ttherf^ltt ■tkwd 



Chloroform 
W«tcr 



pricilcdlly inloluhlo 
practically tntplubU 

J in 3.H -I 40'C 
I in 2.M -i S)^C 
Un ! .6S »\ 
] in 1.07 ML aO-C 



5^«i/rt- rctttfhn jt/.D*'- *54.R- to for anhydrous 

Um^w. 915 a 10% w/V aqiicottt solution. 
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Laeiase 2SJ 



■atk 



Bonailo Whey Pradwl* 
lUeiodutm) 

DMV InUntatioHl 

^/minnalntf tJOAf 

rhorMianiAt ISOnt 
PJiormtoftue J^M 
nurmjptM4 JSSkf 
^it9Hi7Bru^ 350M 

Fomnud. Ifijivdimtii Qroitp 

imput^ mi J 
Spray fm^f §31S 

Mcfil* GmbH 

UKiOM^ PSO 
l^-tfur Ok 

TiAkfttaxr 
Qu*W Inwrnnligrwl liu? 

A^MrlArr/rcirr Cajiiu/iiiHtg 
Afoou/iaffMir fiiifmtpahfr 

Mnit.i ft^tti.i BOAT 
A'tiiytfruiiJ titijmd/iatir 



— 


— 







— 


0,6-0.7 








16 


aso 


0,9 S 


- 


sa 










0.7< 


0,91 




39 


0,73 


0.90 




4U 


P.73 







44 


0.68 


as7 






0 411 

v.^o 




0,45 


- 


fl.35 


OHi 


050 




0.67 


0.A4 




~ ■ 


|).S0 


0,113 


0.tt 


— 


0.47 


0,77 


1,0 




0,61 


0.73 






J.(i7 


o.g: 


0.3S 






0.91 






0.04 


0.7R 




— 


a«7 


0.73 


— 




<LS8 


w-f'l 




35 


o.ao 


0,S9 




ii 


059 


0.«8 


— 


^4 


0.73 


OAS 






0,73 


0.87 






o.^r. 


0.9) 






0.34 








0.5J 


l>.6S 





























ceatair (%) 



Note; " 
ii. DIrcvi camprculoil grwN oflftctiMe. 

Unkis nth«ivie vaiM etil of ibe nboY» RHdo ai« oJiciaw monahydwtc. 



< 3.3 
C 5> 

5.2 
32 
5.2 

5.2 
3,2 
5 2 
5.2 
3.3 
S3. 
52 
3.1 
4,8 
O.i 

4.6.5.7 
4.B-3.2 
4.8-3.2 

4. d-5.3 

5 I 

5.i 
5,1 

5. ! 
M 
.*.) 
?.l 



a 5.5 

< s.s 

« 

< 1.0 
.-S 1.0 
C I.O 
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5,523.289 

1 2 
PHASMACEUnCAL COMPQSmON higher ihan thu eihlblicd by the convoiUonal tablets and 

•nii. i- 8 onUnuaiion of U.S. paknl .ppII<»Uon Sex No "P""'*^ moniioncd -bovcL 

07/780.664, filed Oa. 18, 199]. whiCta Is now abandoned 
which is a conumurion-in-pait of Sec No, 07/683,663 61ed 5 
Apr. 15, 1991, now BtwuJomd. 



TECHNICAL FIELD 

A phaftnaBoiacal compodtiett it disclosed br pcipiido- 
nnmcUe eaorapotfryii which or inhiUiort of jwin. Id par- 
lioulai. iha conpoittiDQ eompnua « ublei mm^ing the 
iniQ Inhlhtior and t phamuceutially ureeptiddfi oi^anlc 
polycarttayllc add The ublet can also umpriaB one or 



10 



CK,' 



! JL 1 




0) 



30 



35 



man pha nn a mirifii ly aocBpiablc nati^anle surfkcoau. 

BACKQROUND OP Tm INVENTION 

Ibc tbHiiy to (nUy adminUtor peptide or peptldiMikc 
rtwBpffm i f a^rta has httn a lonf-mding goal of phar- 
ilftiifr a itlrhl i iia ai ii U . For euiuplB^ many cfforu haw been 
oadft to acvtJop an onl duaago forre Cor insulin. Untotu- 
aitely. \hat eSun have been unaucmful. 

n^otlfia vhlcb make pepUdv dUDfiult to tdmbilsiff ^ 
anUyiodudBitaviuscBrdblllly iDenyinariedepav^^ * 
in cbadlgBidito net aad che faei chat aame pepd^ aronei 
nadily tna^onMl 4«m (be cUgadve ayamn iiso tbt hldod 

itteaoL A« aiBUlt of thBM pcQUanB, Ic is difficult to achicvD 
deahcd blood l«vala of pepildet or piT*i.i>.tftpp ihamitic 
Bgpma widi tdotivdy low ml doa« lod a idatlvBly low *' 
tumhar of oral dma per day. 

Mdhoda uasd to ovcnaniB ihe aUlity of pcrrddu to be 
oi^ynafically degnded and ta impreve absocpuoa Into the 
hloodoeam from the dlgiatiic met have ittEluikdaaUiiB « 
Bsilo^ which are less pepUde4lkB in aouctun and which 
■» "*«^*« ^ (i*. motecular wdgbt). Such methods 
are deoADd a> b suoaaOiI whoi the peptide jwaloa 
achiowi aadatexory blood IcvbU aaer eral adodnlstnUoL 

•nie thtrm iiiiiiiluuul Bchn^ues have beco apfOkd lo ss 
piepaiing Uilop of the peptide aubAme of tl« aueyme 
raiio. Small, pvpddo^lkB ibokcules hpye been pnmni 
which tbo« dOacy In lowcHqg bhmd ptemutTFar 
«jcampl% oompvud I (ahowa below) rediMxa blood pmsBure 
loaaUdepleiDddDgaaftorarBlarfaibBvmioussdmhiiBttidaiL a 
However, the bloavailahUiiy oa onl dosing (m hated dog>) 

tf aaln of compound I as a stndvd taUet or piwto nilfld 
cjpjjto c«»poririaM C«o Bamnple 12. oompatlUons 
"-g5) la aboiu 9 lo 44«, lb be aUe lo admlidflicr the 
cnmpmuidoiheloweatpoaalhledoacaodlowcalfit^iueafcy 65 

^' ^ pmhRBhle tf the oral UoavallaUliiy 
ctfeDfflpmiDdlBdlta pfawniaccudcBlly acceptable aaliawBA 



DISCLOSURB OF THE INVBZmON 

In aocordanee with the ptetem invaitioa dioc is a phar- 
mami i iV a l tablet oompoaltiOD comprtolog a compound of 
the fitinimU (0): 




UQ 



wfaaieiD 

Rt is d^piperadnyl, l-inethy]-4-plp6a>inyl. l-meihyM- 
mo-i-piparwinyi, 2-ow4-pipninyt, 4-Daipholi. 
ayl, 4-thianiarpholiqyl or l-n»hyl-4.lmiiiflpiperazL 
flyi; 

is benayl. p-raedunybenzyl, 2-phenyle(hylt l^ajihtb- 
ylmot^I or a^^thylmrdtyl; 

A, Is 4-thiaxo1yl. 2-amlao<4-thiaxo|yl. 2-iUazolyl, S-tMa^ 
adlyl, l-pyraiolyl, S-pymailyl, l-xnudaaolyl. a-fmmyl 
isopropyl, CH,S— or CH,SCHa— ; 

R4 ii towcralkyl or cydopropyl; 

Rj is hydrogen or loweralkyl; aod 

X ia CH, or NH: or a phannaceutically aooepuble aali, 
esGBT or prodrug ihoeof, and a phannMcuilally 
Baeeptable orgaaic polycajtoxylic add. lit ^tion, the 
tablet composition can ftuther compitae ooe or more 
phaimaoBUiicatly ocoepiahtB um4aaic aiofkctaaia. 
When fitnmilated as a tablet compifaiog a plwmaau- 
licaUy aoesptablB mgBxic potycoitoxylie add or ■ 
phamaBuilcBlIy Bcsepuble orgaaic polycarboxyUc 
add and one m more phamacautlcally acsptable 
non-itnic mttftoMnu, the coapouiul of fbnmila (10 
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5,306.726 



Egfler e( d.. U.S. P«t. Nn. 4,703,052, disclose hypo- 
glyecmk thiuolidinedionn of ibe Tonmula 



wherein < 



CO. CHz, CHOH. Pr -CH=CH-; s is 0. 1 or 2; X« U 
S, O, NR". -CHc^^M-, — CH==N— or — N=CH-; 
and Y«uCH or K 

SUMMARY OF THE INVENTION 

The pre«eni invention is direcied lo compounds hav^ 
ing the formulu 



(I) 



COY» 



wherein 
AiB 



4 

continued 



10 



where ihe docicd line Rproenu in opUanil bond, R/h 
a nakyl or cibvL X» » O. S. SO, SOa. CHz, CO. 
OIOH Of NR\ R* U H or en acyl grotip «nd ihc numer - 
oin dcflnUiom of R(. R* R'and R/incrludc Rf. R*«nd 15 
R' u hydrog«D or meihyl and R/ as optionally lubui- 
luted ptaoiyl, bouyl, phetMihyi or iiyryl. EP 283.03SA 
and BP 299.620A describe imjcturkUy related beniox- 
«cole and benxofUrtii d^iivativa ax anudufaeiic agentti 

Qirk et bL, in puhlUhad World p«ttnt epplicailons 20 
WOS9/0863a Wt)a9/8691 and WOI9/t)B6S2 disclose 
hypoglyofcttiic ihiazolidln«dioii«s whicb eollectluely 
Incliidc cofopounds of the type: 



30 



• rcpresemt i bend or no bond; W is O. 35 



40 



n ii 0 pr 1; 
m u Op 1 or 2; 

— — r«prc«enu a bond or no bond; 

R ii <Ci-Ci>dkyl CCj-Oj)cyclodkyl, (Cj-Ci^ke- 

nyK (Cj-CO«Utynyl, phenyl. (CvCa)phenylalkyl. 

(C2-C«)a]kanoyi, or one of laid groups mono- or 

disubttituted with (Ci-C])i]kyl. trifluoTDjncthyl. 

hydroxy. {C|-C3)B)ko«y, ftuoio or chloro; 
W it O. CO, CH2, CHOH or — CH=CH— ; 
X b S. O, NR>, -CH=CH-. — CH=N— or — N= 

CH-; 

R> li hydngBfl, (Ci-C^^yl, pboiyl or benzyl; 
YitCHctf N; 

Z ii H, amino, (C,-<:7)»lkyl. (C3-C7)cycloaIkyl, 
phenyl, or phenyl mono- or dlsubitliuted with 
(C]-C3)a]kyl, tr^Huonimcthyl, (Ci-CsVulkoiy, 
pheayli phenoxy, benzyl, bcnsyloxy, fluoro or 
chloro; 

Z' it hydrogen or (Ci-C))alkyl; 

Xlu O, 5, SO or 5O2: and 

Yi iM hydroiy. (C|-C3)a]k<»y, phenoiy, bcncyloxy. 
amino, (Ci-C«)alkanoylamtnD, (Ct-Q)alkane»ul- 
fonylamino, benJEcn^lfonylunino, amph- 
ihalenouironylamino, di[(Ci-Cs>Ukyl>minofiul- 
ranylamino, or one of said groups mono- or disub- 
stituied with (Ct-C3)alky], irifluororaethyl. hy- 
droay, (Ci-C3)alkoiy, fluoro or chloro; 

the pharmaceutical I y>«cceptable eatienlc talis 
ihercor when Y* is hydroay; and 

[he phannaceutically-AcccptabJc acid addition alts 
tl^reof when the compound contains a basic nitro- 
gen aiom. 

In the preferred compounds, the dotted line 
) rcpreaenis no bood. The prererred valties of 



( 

Aare 



45 



50 



S3 



fiO 



CO 

(■ chiuBWi or 3,4^1bydio> 
IH-l-teitApyrAit). 

The preferred v«tuc« of W urt O or CO. In their pre* 
ferred values, X, Y, Z and Z' arc taken in auch manner 
u 10 fonn a S-methyl-2-phenyloxazol-4-yl group. 

In those oompounds in which is not a bond, 

the carbon aiom substituted by X'R and COY' is asym- 
mnric, luck that these compounds can be either race- 
mic or optically active. Resolution of a raeemlc form 
Inio a pair of optically acti^r enantomcn la eHcmpllflcd 
below, and the present invention is not to be narrov-ly 
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